Introduction
Cataract surgery is one of the most common surgical procedures performed globally with reported rates of 4,000-10,000 per million in developed countries to 500-2,000 per million in developing countries. 1 Posterior capsule opacification (PCO) 
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Dhariwal et al is the most common postsurgical complication of cataract surgery which can present several months to years after surgery. 2 PCO reduces patients' visual acuity, impairs contrast sensitivity, and increases glare disability. PCO is usually treated by neodymium-doped yttrium aluminum garnet laser (Nd:YAG) capsulotomy. 3 This procedure is generally considered safe but could occasionally lead to complications such as retinal detachment (RD), glaucoma, cystoid macular edema (CME), intraocular lens (IOL) pitting, iritis, and uveitis, [4] [5] [6] [7] [8] which can further impact patients' visual function and vision-related quality of life.
The incidence rates of PCO have been reported to vary from 11% to 43% within the first year of surgery and from 23% to 38% within 2-4 years after cataract surgery. [9] [10] [11] Higher incidence of PCO after cataract surgery increases health care resource utilization and costs. 2 According to the Centre for Medicare Services (CMS) data for year 2010, estimated costs for Nd:YAG laser capsulotomy accounted for $187 million in the CMS population. 12 Further, costs of PCO are not limited to the cost of performing Nd:YAG capsulotomy but also include the cost of managing its complications. Health care consumption due to these complications include consultations and examinations and may also result in additional surgical procedures for treatment. 2 A retrospective study conducted in France estimated the indirect costs associated with the risk of blindness due to Nd:YAG capsulotomy complications particularly glaucoma and persistent elevation of intraocular pressure to be 21% of the total costs of Nd:YAG laser capsulotomy and management of its complications. 2 These data imply that Nd:YAG capsulotomy not only increases the clinical burden but also poses a significant economic burden on patients, caregivers, and third-party payers.
Risk factor for PCOs include age, surgical technique, ocular comorbid diseases but the most important one is IOL material and design. 13, 14 Many published studies have reported significantly lower incidence of Nd:YAG capsulotomy in patients implanted with hydrophobic IOLs during cataract surgery compared to patients implanted with silicone and hydrophilic acrylic IOLs. [15] [16] [17] [18] [19] [20] AcrySof IOLs (Alcon Laboratories, Inc.) are made from a hydrophobic acrylic material with higher fibronectin bioadhesion properties and a sharp optic edge. 21 Recently, a real-world evidence study evaluated the long-term incidence of Nd:YAG laser capsulotomy and PCO following age-related cataract surgery, comparing 3-year outcomes for hydrophobic acrylic AcrySof IOLs vs cohorts of other hydrophilic and hydrophobic acrylic monofocal IOLs. 22 Published results from this study suggested that AcrySof IOLs are associated with significantly lower incidence of Nd:YAG laser capsulotomy compared to other hydrophilic and hydrophobic acrylic IOLs. The aim of the present study was therefore to estimate the cost impact of Nd:YAG capsulotomy due to the use of different single-piece monofocal acrylic IOLs.
Materials and methods
A cost-consequence model was developed in Microsoft Excel to estimate the health care resource utilization and cost impact of Nd:YAG capsulotomy due to different singlepiece monofocal acrylic IOLs -AcrySof, AMO Tecnis, B&L Akreos, Lenstec Softec, and Rayner C-/Super-flex. The model was developed per guidance from the National Institute for Health and Care Excellence on Medical Technologies Evaluation Programme methods. 23 The economic perspective adopted in the study was that of the national health care system of the United Kingdom, Italy, and Denmark. These selected countries largely have similar single national payer health care systems and the geographical spread provides a broad picture of European Union.
Patient population
Patients undergoing cataract surgery were assessed for the current economic evaluation. The data for the annualized cataract surgeries for each country were taken from the Eurostat and were available till 2015. 24 
Model inputs
The 3-year incidence of Nd:YAG laser capsulotomy after cataract surgery with single-piece monofocal acrylic AcrySof IOLs and comparator IOLs was derived from the post hoc analysis of the data available from a real-world evidence study. 25 3-year risk probability of post-Nd:YAG capsulotomy complications of RD, glaucoma, and CME were derived from the published rates in studies (retrieved through a systematic literature search) using weighted average and probability equation methodology. 26 Various input parameters used for the analysis along with their sources have been illustrated in Figures 1 and 2 . These input parameters were considered common for all the countries assessed.
The national average of published Nd:YAG laser capsulotomy and vitrectomy diagnosis-related groups (DRGs) tariffs was used whereas average medical treatment costs for glaucoma and CME were sourced from the literature ( Table 1) 
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Comparing the long-term impact on health care resources utilization complications post 3 years of Nd:YAG laser capsulotomy were considered.
Considering the budget owner's perspective, direct treatment costs were considered for the analysis. The components included under direct costs were Nd:YAG laser capsulotomy costs and costs of treating complications due to Nd:YAG laser capsulotomy, ie, RD, glaucoma, and CME. Costs were expressed as 2018 euros. Costs available in pounds and Danish krone were converted to euros using currency exchange rates dated May 30, 2018.
assumptions
Prices for AcrySof and competitor brands were considered equivalent in the present analysis because IOL costs are covered under cataract DRGs so overall costs to national payers per cataract procedure remain same regardless of the IOL model used during surgery. This is aligned with the approach used in earlier published studies.
38,39 CME treatment costs data for Denmark and the United Kingdom were considered equivalent to Italian CME treatment costs given the lack of reliable published data in these countries. 36 
Model outputs
The model outputs analyzed in terms of health system benefits were reduction in the incidence of Nd:YAG laser capsulotomy and its subsequent complications with the use of single-piece monofocal acrylic AcrySof IOL vs comparator IOLs for all three countries. As weighted average of published rates was used to estimate probabilities of complications, 95% CIs available for the estimated probabilities of Nd:YAG capsulotomy procedure rates were used to calculate the lower and upper values of different complications. Total cost savings were assessed with respect to reduction in Nd:YAG laser capsulotomy and its complications between single-piece monofocal acrylic AcrySof and comparator IOLs.
sensitivity analysis
Sensitivity analysis was conducted to obtain a range of minimum and maximum savings for the comparisons in order to test the robustness of the results. The lower and upper values for Nd:YAG capsulotomy rates were derived from the available CI values, and for complications (RD, glaucoma, and CME), the lower and upper values were derived using the Nd:YAG capsulotomy rates. Further, the ±10% variation in costs was applied to the lower and upper values for all the events to derive the minimum and maximum cost differences between comparators.
Results

Health system benefits
In hypothetical scenarios considered in the model, if the national cohort of cataract surgery eligible patients in a given year were to be implanted with any of the five singlepiece monofocal acrylic IOLs, in 3 years after cataract surgery, the highest cases of Nd:YAG laser capsulotomy would be observed in patients implanted with Rayner C-/ Figure 1 Three years cumulative nd:Yag capsulotomy incidence. Note: error bars represent 95% Cis. 95% Cis for the estimated nd:Yag laser capsulotomy rates are as follow: acrysof: 2.1%-2.6%, aMO Tecnis: 4.8%-5.5%, B&L Akreos: 8.6%-9.8%, Lenstec Softec: 11.5%-13.1%, and Rayner C-/Super-flex: 11.6%-13.6%. Three-year incidence of nd:Yag capsulotomy after cataract surgery with acrysof iOls and non-acrysof iOls was derived from a real-world evidence study.
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Abbreviations: iOls, intraocular lenses; nd:Yag, neodymium-doped yttrium aluminum garnet laser. Note: Three-year post-nd:Yag capsulotomy risk probability of rD, glaucoma, and CMe was estimated using weighted average of published rates from studies retrieved through a systematic literature search. Table 2 .
Cost results
The total national health care costs of Nd:YAG capsulotomy procedure and its complications associated with each IOL considered in the analysis were as follow: AcrySof (the United Kingdom: €4.2 million; Italy: €2.7 million; and Denmark: €0.4 million); AMO Tecnis (the United Kingdom: €8.9 million; Italy: €5.8 million; and Denmark: €1.0 million), B&L Akreos (the United Kingdom: €16.1 million; CMe treatment costs data for Denmark and the United Kingdom were considered equivalent to italian CMe treatment costs, given the lack of published data in these countries. Abbreviations: CMe, cystoid macular edema; nd:Yag, neodymium-doped yttrium aluminum garnet. 
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Comparing the long-term impact on health care resources utilization Italy: €10.5 million; and Denmark: €1.9 million), Lenstec Softec (the United Kingdom: €21.5 million; Italy: €14.0 million; and Denmark: €2.5 million), Rayner C-/Super-flex (the United Kingdom: €22.1 million; Italy: €14.3 million; and Denmark: €2.6 million).
These results indicate that the use of single-piece monofocal acrylic AcrySof IOL would be a cost-saving approach for budget owners in all three countries. For the United Kingdom, Italy, and Denmark, the total cost savings with the use of single-piece monofocal acrylic AcrySof IOL over other IOLs ranged from €4.7, €3.0, and €0.5 million (vs AMO Tecnis) to €17.9, €11.6, and €2.1 million (vs Rayner C-/Super-flex), respectively ( Figure 3A) .
sensitivity analysis
The results of sensitivity analysis are presented in Table 3 . The biggest driver affecting cost savings is the Nd:YAG laser capsulotomy rates. The 3-year Nd:YAG laser capsulotomy rates used in this study are in accordance with the previously published evidence that showed AcrySof IOLs and hydrophobic IOLs in general had lower incidence of Nd:YAG rates as compared to hydrophilic acrylic IOLs. [15] [16] [17] [18] [19] [20] Results from our study are in agreement with the earlier published economic evaluations. AcrySof IOLs were found to be the most cost-effective IOLs compared to other hydrophobic, polymethylmethacrylate, hydrophilic acrylic, and silicone IOLs in an analysis conducted from French, Italian, and Spanish health care systems' perspective. 36 Similarly, a study conducted in Sweden reported that risk of PCO and Nd:YAG laser capsulotomy and resulting costs were higher with hydrophilic IOLs than hydrophobic IOLs. 40 The present analysis considered equivalent prices for all IOL brands since IOL costs are covered under cataract DRGs. We computed the cost difference per cataract procedure comparing AcrySof IOL with other IOLs realized due to downward cost savings by reduction in Nd:YAG capsulotomy procedures and treatment for YAG complications. As shown in Figure 3B , cost difference per IOL between AcrySof and AMO Tecnis were €9.85, €5.86, and €9.89, vs B&L Akreos were €24.82, €14.75, and €24.91, vs Lenstec Softec were €36.13, €21.47, and €36.27, and vs Rayner C-/Super-flex were €37.22, €22.12, and €37.37 in the United Kingdom, Italy, and Denmark, respectively. Important to note, IOLs are procured under tendering system in hospitals in which IOL procurement price is an important selection criterion. Therefore, if the price difference between AcrySof and other IOLs matches with the numbers described above, estimated cost savings for budget owners would be neutralized.
The main strength of this study is data sources considered for the analysis. Data for Nd:YAG laser capsulotomy rates were taken from a longitudinal, real-world evidence study with a large sample size and representative patient population, 22 while risk probabilities of complications secondary to Nd:YAG laser capsulotomy were calculated from published studies retrieved through a recently conducted comprehensive systematic literature review. The current study employed a cost-consequence approach presenting disaggregated data for costs and outcomes thereby allowing decision makers to form their own opinion in a relevant context. Nevertheless, the study also has certain limitations. First, the Nd:YAG laser capsulotomy rates were derived from the UK-based study. Second, CME treatment costs data for Denmark and the United Kingdom were considered equivalent to Italian CME treatment costs, as we were unable to retrieve reliable cost estimates from published sources. Third, the usual demerits of data usage from a retrospective study such as susceptibility to confounding and issues such as missing data and lack of validation cannot be overlooked. Lastly, most recent data for the annualized cataract surgeries for each country were available only until the year 2015.
Conclusion
Use of single-piece monofocal acrylic AcrySof IOLs over other hydrophobic and hydrophilic acrylic IOLs is associated with substantially lower incidence of Nd:YAG laser capsulotomy procedures and its complications in 3 years after cataract surgery resulting in lower health care resource utilization and cost savings to health care system.
